
Docket No.:PF-0027 US 

REMARKS 



New Claims 

Applicants submit herewith a nxunber of new claims directed to polypeptides and methods of 
use thereof which are directed to the polypeptides encoded by the polynucleotides previously examined 
herein. Applicants gratefully acknowledge the Examiner's having agreed to consider examining this 
related subject matter in the instant application, particularly in view of the long pendency of this appUca- 
tion resulting from a number of circumstances, in particular the previous suspension of the allowed 
claims for over two years, followed by the issuance of a new non-final rejection under 35 U.S.C. § 101 
iQ view of the new Utility Examraation Guideliaes, which rejection has now been withdrawn. 
Specific support for the new claims can be found in the specification as filed, as foflows: 

a) Claims 61 and 67 are supported throughout the specification, and are similar though not 
identical in scope, to claims 43 and 55, respectively. 

b) Claims 62-64 are supported in the specification, e.g., at pages 2-5 which describe the general 
mechanism of cytokines in leukocyte trafficking in inflammatory responses, as well as supported 
by the general knowledge in the art at the time the invention was made, e.g., as disclosed by the 
references cited in the background of the invention. 

c) Claims 65-66 are supported in the specification, e.g., on pages 2-3, and page 23. 

d) Claim 68-69 are supported in the specification, e.g., on page 3. 

e) Claims 70-75 are supported throughout the specification, e.g., pages 9, 13, 15 and 27. 

f) Claim 76-78 are supported throughout the specification, e.g. on page 20 and Figure 5, which 
disclose preferred fi-agments of the polypeptide of SEQ ID NO: 4. 

g) Claim 79 is supported in the specification, e.g., on page 10. 

h) Claims 80-87 are supported throughout the specification, e.g., on pages 13 and 19-21, as well 
as supported by the general knowledge in the art at the time the invention was made, e.g., as 
disclosed by the references cited in the background of the invention, e.g., well known useful 
types of antibody subfragments and modifications of antibodies such as single chain and 
huncianized antibodies and Fab and F(ab)2 fragments. 
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i) Claims 88-90 are supported in the specification, e.g., on pages 21-22. 

j) Claims 91-96 are supported in the specification, e.g., on pages 19-21. 

k) Claims 97-98 are supported in the specification, e.g., on page 13, as weU as supported by the 
general knowledge in the art at the time the invention was made, e.g., as disclosed by the 
references cited on page 13, e.g., weU known techniques for making antibodies such as by 
screening libraries. 

1) Claims 99 and 101 are supported throughout the specification, e.g., on pages 21-22. 
m) Claim 100 is supported in the specification, e.g., on page 22. 
n) Claims 102-103 are supported throughout the specification, e.g., on pages 26-27. 
o) Claim 104 is supported throughout the specification, e.g., on pages 24-25. 

The specific phraseology of new claims 63-75 is also generally supported throughout the 
specification, at e.g., page 2, last full paragraph, page 3, first full paragraph, paragraph bridging page 8, 
third and fourth paragraphs on page 13 the mentioned Exanq)les, as well as Exanq)les IX and XII: 

The foregoing claims are not limited to the specific tissue mentioned in the application, i.e., the 
pancreas. This is because the specification is clearly directed to use of PANEC-1 and PANEC-2 in 
any tissue to which they relate, not only the pancreas. Note, for example, the first full paragraph on 
page 21 (Example X relating to diagnostic tests and antibodies) which states that "To date, PANEC -1 
and PANEC-2 has been found only in the pancreas." This clearly inherently signals that other tissues 
can be involved in the invention. AD of the discussion in the specification written in terms of the 
pancreas would automatically be recognized by a skilled worker as pertaining equally well to other 
tissues in which PANEC-1 and PANEC-2 are inplicated. 

Consistent with this fundamental fact is the formulation of exanples XIII (drug screening), XIV 
(rational drug design), XV (PANEC 1 and PANEC-2 receptors) and XVI (use and administration of 
PANEC-1 and PANEC-2) in general terms not limited to the pancreas. Note especially in the discus- 
sion of the identification of receptors (Exanple XV), where a "library is transfected into a population of 
cells, and those cells expressing the receptor are selected . . As well, note page 28, second para- 
graph: "It is anticipated that different formulations will be effective for different TECs and that admini- 
stration targeting the pancreas may necessitate delivery in a manner different from that to another organ 
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or tissue." Fxirthermore, note that original claims 20, 21 and 23 are generic to pharmaceutical con^osi- 
tions with no limitation as to tissue type. The abstract is also not specific to any tissue type. 

Thus, the invention is clearly disclosed to one of ordruary skill in the art as related to PANEC-1 
and PANEC-2 and any tissue in which they are found. 

Submission of Newlv-Discovered Information 

In preparation for submitting this Response, Applicants have recently reviewed a number of 
sources of publications relating to the instantly claimed sequences, and have submitted a number of 
documents with an Information Disclosure Statement hand-carried to the USPTO on September 11, 
2002, which relate to these sequences. Most of these submissions related to post-filed disclosxires that 
further support Applicants' asserted utilities and additional uses for the claimed sequences, and are 
provided to complete the record, and a few of these references are discussed below. 

Upon allowance of the instant claims, there should be no cause for any additional suspension 

As noted above, the instant application was previously found allowable in 1998; however, at 
that time, the application was suspended for a potential interference with a not-as-yet allowed appUca- 
tion. This suspension lasted for over two years. In 2000, the application was withdrawn from suspen- 
sion by issuance of a new, non-final Office Action, in which a new rejection imder § 101 was made. 
This rejection has since been withdrawn, and Applicants submit that the claims presented herein are 
again in condition for allowance. However, Applicants respectfully submit that, upon allowance of 
these claims, there should be NO suspension of the application, regardless of the status of the 
presumably still-not-as-yet allowed, potentially conflicting application, for the following reasons. 

PANEC-1 : 

Applicants note that US 6,403,782 (Reference 3 of the attached package of references relating 
to PANEC-1) was recently issued. Although it claims to relate to DNA sequences encoding human 
eotaxin, which share substantial sequence identity with PANEC-1, the encoded eotaxin is not identical 
to SEQ ED N0:2 of the instant application (differs by one amino acid; see sequence conparison with 
SEQ ID NO:27 of the 782 patent at the green tab attached to Reference 3), nor is the claimed 
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nucleotide sequence identical with SEQ ID N0:1 (differs by one nucleotide; see sequence comparison 
with SEQ ID NO:26 of the 782 patent at the yellow tab attached to Reference 3). 

Moreover, the earliest priority claimed by this patent is to an application filed June 22, 1995, 
over four months after the instant application was filed. Applicants have ordered the file history of this 
patent, and have thus far received the priority application (60/000,449, filed June 22, 1995) and the 
final application (09/366,887, filed August 4, 1999) from which the patent issued, but have not yet 
received the intervening application (08/522,713, filed September 1, 1995), of which the *887 applica- 
tion was a continuation. However, it is clear that the priority application (Reference 3', 60/000,449, 
filed June 22, 1995) does not support the human sequence (amino acid SEQ ID NO:27; poly- 
nucleotide SEP ID NO:26) issued in the ^782 patent . See the amino acid sequence comparison 
appended to the reference 3' and marked at the green tab 3'. Applicants cannot ascertain whether the 
patentees of the '782 patent had the correct sequence at the time of filing of their second application 
(08/522,713, filed September 1, 1995), but even if they did, that filing is over six months after the 
filing date of the instant application. Therefore, there should be no reason to suspend the issuance of 
the instant claims. 

In addition to the '782 patent. Applicants direct the Examiner's attention to the following patent 
publications, including sequence alignments, none of which appear to have resulted in issuance of a US 
patent, and other publications. Nevertheless, in the interest of completing the record, this information 
also included in the IDS for PANEC-1. 

p) References 1, 2 and 4 (assignee Human Genome Sciences, Inc.): This patent family is confu- 
sing, but clearly does not support the inventors' having possession of the instantly claimed 
PANEC-1 (or human eotaxin) sequences prior to the filing of the instant application. The 
confusion results from the priority claimed in a US patent application publication 2002026044 
(Reference 2), which application was filed March 3, 1999. Priority claimed in this 1999 
application is to a PCT patent application publication WO 96/05856 (Reference 4), which is 
PCT application 94WO-US09484, filed on August 23, 1994, almost six months prior to the 
filing date of the instant application, and to 08/458,355, filed June 2, 1995, now 5, 981,230 
(Reference 1). The 1999 application (Reference 2) discloses a shorter version of the PANEC- 
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1 sequence (SEQ ID NO:20 of Reference 2), a 74 amino acid polypeptide lacking the N- 
terminus of the claimed sequence (see the amino acid sequence comparison of the closest 
possible match from the patent marked at green tab 2). However, the 74 amino acid sequence 
was not disclosed at all in the 1994 PCT application. See the sequence conq)arison marked at 
the green tab 4 to the closest possible matches from that application, which are, respectively, 
the amiuo acid sequence disclosed as "eotaxiu" in Fig. 3; SEQ ID NO:l, which corresponds to 
Fig. 1, and which is disclosed to be Ckp-4; and SEQ ID N0:2, which corresponds to Fig. 2, 
and which is disclosed to be Ckp-10; clearly, none of these sequences are the claimed human 
eotaxin. Furthermore, the 74 amino acid sequence in the 1999 application (Reference 2) was 
not disclosed ia the '230 patent issuing from the 1995 application. Rather, SEQ ID NO:4 of 
the '230 patent, which is the closest match to the iustantly claimed sequence, is identical to 
SEQ ID NO:2 of the 1994 PCT application. Note that the attached alignments for this 
reference include the following (for coii^leteness): 

a) Clustal W alignment for the sequence from Fig 3 (bottom sequence) with PANEC-1, 
tagged with a green tab labeled 4a 

b) Blast analysis for the sequence from Fig 3 (bottom sequence) with PANEC-1, tagged 
with a green tab labeled 4b 

c) Clustal W alignment for the sequence from Fig 4 (bottom sequence) with PANEC- 1 , 
tagged with a green tab labeled 4c 

d) Blast Analysis for the sequence from Fig 4 (bottom sequence) with PANEC-1, tagged 
with a green tab labeled 4d 

e) Clustal W alignment for SEQ ID NO: 1 of Ref 4 with PANEC- 1 , tagged with a green 
tab labeled 4e 

f) Clustal W alignment for SEQ ID NO:2 of Ref 4 with PANEC- 1 , tagged with a green 
tab labeled 4f 

q) Reference 5 - WQ96/25497 (assignee Incyte): This is the instant assignee Incyte's PCT 
application, which claims priority to the instant application. 
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r) Reference 6 -- WO 97/00960 (assignee LeukoSite, now Millennium Pharmaceuticals): The 
claimed US priority application was filed on June 23, 1995, over four months after the instant 
application was filed. Their sequence is not 100% identical to the instantly claimed PANEC-1 
sequence. Applicants do not have a copy of their priority document; therefore, it is not known 
whether it supports the sequence later filed in the PCT application. 

s) Reference 7 -■ WO 9712914 (assignee Shionogi Institute): The claimed Japanese priority 

applications were filed on October 5, 1995, almost eight months after the instant application 
was filed, and on February 28, 1996, over a year later. Their sequence is not 100% identical 
to the instantly claimed PANEC-1 sequence. Applicants do not have a copy of their priority 
documents; therefore, it is not known whether they support the sequence later filed in the PCT 
appUcation. 

t) Reference 8 - WO 97/46683 (assignee Genetics Institute): The claimed US priority is over a 
year after the filing date of the instant application. 

u) References 9-23 : These are all printed publications, iQcludiag GenBank submissions, that 

became available to the pubhc months to over a year after the instant application was filed. For 
the record, References 21-23 (to Rothenberg and Luster et al., the inventors of the '782 patent 
(Ref 3) relate solely to guiaea pig eotaxin haviag a very different amino acid sequence from the 
human sequence (see the sequence con5)arisons at the green [amino acid] and yellow 
[nucleotide] tabs on Refs. 21-23). 

PANEC-2 : 

The Examiner's attention is directed to enclosed U.S. Serial Nmnber 08/294,251, filed August 
23, 1994 (PANEC-2 EDS Reference I), which is the priority document for PCT application WO 
9606169 (Reference II), filed June 5, 1995. Applicants believe that a corresponding US application 
may have been the basis upon which the instant application was previously suspended for over two 
years after it was allowed, because it might eventually have allowable conflicting claims. Applicants 
wish to bring to the Examiaer's attention the foUowrag facts and information regardiag this priority 
document: 
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The enclosed priority application U.S. Serial Number 08/294,251 (hereafter "the '251 appli- 
cation"), assigned to Human Genome Sciences, Inc., was obtained by Applicants from the 
Australian Patent Office, with which it is presumed to have been filed during the Australian 
National Stage filing of PCT application WO 9606169. 

The '251 application as received fi-om the Australian Patent Office included TWO Sequence 
Listings, one apparently filed with the '251 application on its initial filing date, containing 2 
sequences ("the first Sequence Listing"; marked in Ref. I as " '251 SEQ ID NO: 1 and 2") and 
a second Sequence Listing apparently filed at a later date, which contained 6 sequences ("the 
second Sequence Listing"; marked in Ref. I as " '251 2"^ SEQ ID N0:1 and 2"). 
In addition, there were two drawing figures provided with the application as received from the 
Australian Patent Office. See the pink tabs on Ref I. 

The first Sequence Listing is numbered as pages 31-33 of the specffication. On page 32 of the 
specification, SEQ ID NO:l is disclosed as having 378 nucleotides; this is a VERY different 
polynucleotide sequence from that of PANEC-2 (SEQ ID NO: 3) of the instant application. On 
page 33, the corresponding protein SEQ ID N0:2 is disclosed as having 125 mxmo acids; this 
is a VERY different amino acid sequence fi-om that of PANEC-2 (SEQ ID N0:4) of the 
instant application. See the sequence conparisons attached to Ref I at the end of the 
docxmient. 

On page 3 of the '251 specification, Figure 1 is described as displaying "the cDNA and 
corresponding deduced amino acid sequence of Ckp-9" and that "[t]he initial 22 [sic: 23 from 
the originally filed, first Sequence Listing] amino acids represent the leader sequence such that 
the putative mature polypeptide coiiq)rises 102 amino acids." However, the Figure 1 attached 
to the document sent by the Australian Patent Office clearly does not reflect sequences of that 
length; instead, the sequences in this Figure 1 (presumably filed with or after the second 
Sequence Listing, as they are foxmd after the second Sequence Listing at the end of the specifi- 
cation of '251 and after the Abstract) have, respectively 405 nucleotides and 134 amino acids. 
Again, see the sequence comparisons attached to Ref I. 
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• The second Sequence Listing submitted in the '251 application (no page numbers) has for SEQ 
ID NO: 1 a 405 nucleotide sequence. This sequence differs from the first filed SEQ ID NO: 1 in 
that there is a deletion of a 'T" nucletotide at nucleotide 284, and the sequence continues for an 
additional 29 nucleotides past the end of the SEQ ID NO:l listed in the first Sequence Listing. 

• The second Sequence Listing submitted in the '251 application (no page numbers) has for SEQ 
ID NO:2 a 134 amino acid sequence. This sequence differs from the first filed SEQ ID NO:2 
in that there is a different amino acid at amino acid 95 (corresponding to amino acid 72 of the 
"mature" protein, according to the numbering in the Sequence Listing), a conpletely different 
sequence from amino acid 95-125 (corresponding to amino acids 72-102 of the '*mat\u*e 
protein, according to the numbering in the Sequence Listing), and the amino acid sequence 
continues for an additional 9 amino acids past the end of the SEQ ID NO: 1 listed in the first 
Sequence Listing for a total of 134 amino acids. 

Applicants respectfully submit that it is prima facie apparent that the first Sequence Listing filed 
in the '251 application did not disclose or even remotely support the polynucleotide or amino acid 
sequences disclosed in either the subsequently filed second Sequence Listing or subsequently filed 
Figure 1 (see the sequence conq^arisons attached to Ref. I). It is submitted to be clear from the 
specification that the '251 application as filed was directed to a shorter and incorrect polynucleotide 
and amino acid sequence, which the Applicants of the '251 application attempted to correct by 
submitting a second Sequence Listing and Figure 1 which do not correspond to the sequences 
described in the specification. 

The instant AppUcants respectfully submit that the second Sequence Listing and apparent 
replacement Fig. 1 clearly were and are new matter to the '251 application as filed. If those replace- 
ment papers were allowed to be submitted in the '251 application (which Applicants cannot know, 
since neither that application nor any US application which claims priority to it have been issued by the 
USPTO, and thus the contents of its file history are presently unknown to Applicants), Applicants 
submit that they should not be given any consideration, and that any alleged priority claimed by the 
Applicants of the '251 application in this or any later-filed application as of the August 1994 filing date, 
including any CIP application correcting the sequences in accordance with the second Sequence Listing 
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or the apparently later filed Figure 1, should be disallowed. To the instant Applicants' knowledge, the 
earliest priority date to which HGS is entitled for the full 134 amino acid sequence (and full 402 nucleo- 
tides encoding it [HGS counted the stop codon at the end to arrive at 405 nucleotides]) corresponding 
to the instant Applicants' 134 anrno acid sequence and 402 nucleotides encoding it, is June 5, 1995, 
which was the filing date of the PCT application WO 9606169 which designated the US, assuming that 
a corresponding US National Phase application or other US application claiming priority to it, is now 
pending before the USPTO. 

Since a priority claim to the longer sequences as represented in the later filled second Sequence 
Listing and Figure 1 cannot properly be made based on the *251 application as filed, and the instant 
Applicants respectfully submit that the effective filing date of the instant application is more than three 
months prior to the effective filing date of the PCT application WO 9606169 (assuming it designated 
the US and assuming that a corresponding US National Phase application or proper continuation 
application claiming priority to that US National Phase application is now pending before the USPTO), 
Applicants further submit that, upon allowance of the claims of the instant application, the iustant 
application should immediately issue as a US patent, as no suspension based upon the priority of the 
sequences as filed in the HGS '25 1 application would be proper. 

At the very least, since the instant Applicants' allowable claims would be prima facie entitled 
to an effective filing date over 3 months prior to the effective filing date of any claims of HGS to the 
same or similar sequence, the instant Applicants submit that they should be entitled to be deemed the 
Senior Party, and their application should be allowed to issue, with the burden being shifted to HGS to 
make the necessary statements and affidavit under 37 C.F.R. § 1.608(b). See, e.g., M.P.E.P § 2303: 
"Interferences wiQ not be declared between pending applications if there is a difference of more than 3 
months in the effective filing dates of the oldest and the next oldest applications of a simple character 

Applicants submit that the "sinple character" requirement is met by the ease of conparing the 
sequences and the effective filing dates of each application. Therefore, there is no reason to delay 
issuance of the present claims directed to PANEC-2 based on the HGS application, if it is still pending. 

In addition to the '251 application. Applicants direct the Examiner's attention to the following 
patent publications, none of which appear to have resulted in issuance of a US patent, and other 
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publications. Nevertheless, in the interest of con^leting the record, this information also included in the 
IDS for PANEC-2. 

Reference III WO 96/25497 (assignee Incyte): This is the instant assignee Incyte's PCT 
application, which claims priority to the instant application. While it is redundant to the copy 
filed with the PANEC-1 IDS, it is submitted here for the Examiner's convenience iu reviewing 
the PANEC-2 claims. 

Reference IV WO 98/14581 (assignee Schering Corporation): The claimed US priority 
applications were filed in 1996 and 1997, over ajfear after the instant application was filed. 
The nucleotide sequence is almost identical and the protein sequence is 100% identical to the 
iastantly claimed PANEC-2 sequences. 

Reference V -- WO 00/14581 ^assignee Chiron Corporation)' The claimed US priority 
application was filed December 31,1998, almost 4 years after the instant application was filed. 
The nucleotide sequence and the protein sequence are 100% identical to the iastantly claimed 
PANEC-2 sequences. 

• References VI- VIII : These are all printed publications, including GenBank submissions, that 
became available to the public over a year after the instant application was filed. For the 
record, these references (to Hedrick et al., including the inventors of Ref. IV) relate to the same 
chemokiae as claimed in Ref. IV (see the sequence comparisons at the tabs at the end of Refs. 
VI-VIII). 

Both PANEC-1 and PANEC-2 

Finally, the instant Applicants note that this case was deemed to be in condition for allowance 
four (4) years a^o. and this application has been pending for seven and one half (7-1/2) years . 
During this time. Applicants have been denied and continue to be denied the benefit of licensing 
opportunities for their proper claims to these sequences and inventions, which is causiag the Assignee of 
the application financial harm. Therefore, the instant Applicants respectfully request that the claims of 
this application be immediately passed to issue upon finding that they are allowable and upon payment 
of the Issue Fee. 
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Reiection under 35 U.S.C. § 112. first paragraph 

The Examiner has objected to the claims for the following reasons, which are addressed in the 
order presented: 

a. Stringent hybridization conditions not disclosed 

While Applicants disagree that the claims as recited were not supported, ipsis verbis or 
otherwise, in the specification, one of ordinary sldll in the art would xmderstand what is by stringent 
hybridization conditions reference to any number of primary textbooks, e.g., Sambrook et al. (1989) 
Molecular Cloning: A Laboratory Manual, Cold Spring Harbor Laboratory, NY (see the specification 
at page 10, lines 10-11). This term was well understood in the art at the time the invention was made. 

Nevertheless, in the interest of expeditrag prosecution of the instant claims. Applicants have 
now substituted different functional language (rather than hybridization conditions) to specify that 
sequences iQcluded within the metes and bounds of the claims are identifiable by comparing the 
sequences mathematically, i.e., wherein the sequence identity between the sequence in question and 
SEQ ID NO: 1 is 90% or greater. Means for conqjaring sequence identify are similarly well known in 
the art, and furthermore are disclosed in various places in the specification, e.g., Exan^le IV. In no 
way should this amendment be construed as narrowing the scope of the claims; in fact, if anything, the 
alternative functional language broadens the scope of the claims, as highly stringent hybridization 
conditions are less forgiving of sequential nucleotide changes. 

Withdrawal of this rejection is therefore respectfully requested. 

b. Genomic sequences not disclosed 

Applicants respectfully submit that the instant claims do not enconq)ass genomic polynucleotide 
sequences, which by definition include non-coding sequences encon:5)assing the coding sequences as 
present in genomic (chromosomal) DNA. Rather, the claims are directed to purified polynucleotide 
sequences that directly encode the claimed polypeptide, without requiring excision of any intronic 
sequences or other non-coding sequences. Applicants respectfully submit that without disclosure of 
precisely which sequences are intronic and are thus to be elinmated in order to perform the function of 
encoding the functional polypeptide(s), genomic sequences cannot either render the claimed sequences 
obvious, nor can they reasonably be included within the scope of the polynucleotide claims. Rather, the 
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claimed polynucleotides encompass sequences that directly encode (codon by codon) the claimed 
polypeptide. Any other reading of the claim is strained, at best. This does not mean that any 5 'or 3' 
extensions, in particular heterologous regulatory sequences, are not literally enconq)assed, but rather 
that no sequence containing intervening intronic sequences of any significance are encompassed. 

Furthermore, the claims as amended to recite the mathematical method of defining (and thus 
evaluating) enconq)assed naturally occurring variants do not read on genomic sequence including 
introns. 

For the record, since the claims did not read on naturaUy-occurring genomic sequences such as 
introns in the first place, this clarification should not be construed as in any way limiting or narrowing the 
scope of the claim with respect to the doctrine of equivalents. 

Withdrawal of this rejection is therefore respectfully requested. 

Reiection under 35 U>S.C> § 112. second paragraph 

Applicants first note that the objection to claim 53, regarding the alleged indefiniteness of "at 
least 20 contiguous nucleotides" in defining the probe to be used in the method of detection, is curious 
in light of the number of times this exact wording has been allowed throughout Technology Center 1600 
in the past 2 years. Apparently, most Examiners have "assumed that these nucleotides are a segment 
from the target polynucleotide" (actually, a segment from a sequence complementary to said target 
polynucleotide), as has this Examiner, and have had no issue regarding whether that this reading is in 
any way vague or indefinite. Nevertheless, in the interest of expediting prosecution of the instant claims, 
Applicants have amended the phrase to define the nucleotide probe in terms of being a segment of a 
nucleotide sequence, which was its clear meaning without the amendment. Apphcants expressly assert 
that this amendment is in no way a limitation, and do not intend any relinquishment or disclaimer of any 
subject matter, of the claimed invention. 

As for the objection to claim 40, part b). Applicants note that the amendment to the claim 
substituting percent sequence identity for high stringency hybridization conditions to indicate the metes 
and boxmds of the variant language also obviates this objection. 

Withdrawal of these rejections is therefore respectfully requested. 
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CONCLUSION 



In light of the above amendments and remarks, Applicants submit that the present application, 
including the newly added claims, is folly in condition for allowance, and request that the Examiner 
withdraw the outstanding rejections. Early notice to that effect is eamestly solicited. 

If the Examiner conten:q)lates other action, or if a telephone conference would expedite 
allowance of the claims, Applicants invite the Examiner to contact Applicants' Attorney at 
(650) 845-4639. 

Please charge Deposit Account No. 09-0108 in the amount of $ 110.00 for a one-month 
Extension of Time, as set forth in the enclosed fee transmittal letter, as well as in the amount of $ 810.00 
for the filing of 45 dependent clainfis in excess of 20. If the USPTO determines that an additional fee is 
necessary, please charge any required fee to Deposit Account No. 09-0108. 



Respectfully submitted. 



INCYTE GENOMICS, INC. 





Diana Hamlet-Cox 
Reg. No. 33,302 

Direct Dial Telephone: (650) 845-4639 



3 160 Porter Drive 
Palo Alto, California 94304 
Phone: (650) 845-4639 
Fax: (650) 849-8886 



97544 



24 



08/390,740 



Docket No.: PF-0027 US 
VERSION WITH MARKINGS TO SHOW CHANGES MADE 

IN THE CLAIMS: 
Claims 40, 52 and 53 have been amended as follows: 

40. (Twice Amended.) An isolated polynucleotide conprisiag a polynucleotide sequence 
selected from the group consisting of: 

a) a polynucleotide sequence encoding an amino acid sequence of SEQ ED N0:2 or SEQ 
ID N0:4, 

b) a polynucleotide sequence encoding a naturally-occurring anoino acid sequence 90% 
identical to an amino acid sequence of SEQ ID N0:2 or SEQ ID N0:4 [which 
hybridizes under stringent conditions to the fiill length of a)], 

c) a polynucleotide sequence fully complementary along its length to a), 

d) a polynucleotide sequence fully complementary along its length to b), and 

e) a ribonucleotide equivalent of a)-d). 

52. (Twice Amended*) An isolated polynucleotide conprising a sequence selected from the 
group consisting of: 

a) a polynucleotide sequence of SEQ ID NO: 1 or SEQ ID N0:3, 

b) a naturally-occurring polynucleotide sequence 90% identical to a polynucleotide of 
SEQ ID NO: 1 or SEP ID NO:3 [which hybridizes under stringent conditions to the ftiU 
sequence of a)], 

c) a polynucleotide sequence fuUy complementary along its length to a), 

d) a polynucleotide sequence fuUy con^lementary along its length to b), and 

e) a ribonucleotide equivalent of a)-d). 

53. (Twice Amended.) A method for detecting a target polynucleotide in a sairq^le, said target 
polynucleotide having a sequence of a polynucleotide of claim 52, the method con^rising: 
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a) hybridizing the sample with a probe comprising a segment of at least 20 contiguous 
nucleotides[, said probe con^rising] of a polynucleotide having a sequence 
complementary to said target polynucleotide in the sanple, [and which] wherein said 
probe specifically hybridizes to said target polynucleotide, under conditions whereby a 
hybridization conq^lex is formed between said probe and said target polynucleotide or 
fragments thereof, and 

b) detecting the presence or absence of said hybridization con[q)lex, and, optionally, if 
present, the amount thereof; wherein the amount of hybridization conq^lex corresponds 
to the amount of target polynucleotide in the sanq?le. 

Claims 61-104 have been added as follows: 

61. (New.) An isolated polypeptide selected from the group consisting of: 

gg) a polypeptide conq)rising an amino acid sequence of SEQ ID N0:2 or SEQ ID NO:4, 
hh) a polypeptide comprising a naturally occurring amino acid sequence at least 90% 

identical to an amino acid sequence of SEQ ID N0:2 or SEQ ID N0:4, 
ii) a biologically active fragment of a polypeptide having an amino acid sequence of SEQ 

ID N0:2 or SEQ ID N0:4, and 
jj) an immunogenic fragment of a polypeptide having an amino acid sequence of SEQ ID 

N0:2 or SEQ ID NO:4. 

62. (New.) A method of iaducing an immune response, conprising administering to a patient in 
need of such treatment an immune-response inducing amount of a polypeptide of claim 6 1 . 

63. (New.) A method of inducing an immune response, conq)rising administering to a patient in 
need of such treatment an immune-response inducing amount of a polypeptide of claim 44. 

64. (New.) A method of induciag an immune response, con5)rising administering to a patient in 
need of such treatment an immune-response induciag amount of a polypeptide of claim 45. 
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65. (New.) A method of claim 62, wherein the immune response is a chemotactic response in 



a leukocyte. 



66. (New.) A method of claim 65 wherein said response is chemoattractive. 

67. (New.) A composition con^rising a polypeptide of claim 61 and an acceptable excipient. 

68. (New.) A method of treating inflammation or disease mediated by a polypeptide of claim 
61, comprising admioistering an antibody, an inhibitor, or a receptor specific to said polypeptide, 

69. (New.) A method of treating inflammation or disease mediated by a polypeptide of claim 
61, comprising administering an agonist or antagonist thereof. 

70. (New.) A method of treating inflammation or disease mediated by a polypeptide of claim 
61, comprising administering an antibody to a receptor specific to said polypeptide. 

71. (New.) A method of claim 71, wherein said antibody is monoclonal. 

72. (New.) A method of treating excessive production of a polypeptide of claim 61, conprising 
administering an antibody, inhibitor, receptor or antagonist thereof 

73. (New.) A method of treating excessive production of a polypeptide of claim 61, corq)risiQg 
administering an antibody to a receptor specific to said polypeptide. 

74. (New.) A method of claim 69, wherein said disease is a viral or bacterial infection, injury 
associated with trauma, hereditary disease, infiltrative disease, leukemia or lynphoma. 

75. (New.) A method of claim 69, wherein the disease is a disease of the pancreas. 
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76. (New-) A polypeptide con^^rising a fragment of a polypeptide claim 45 from amino acid 79 
to amino acid 134. 

77. (New-) A polypeptide conprising a fragment of a polypeptide claim 45 from amino acid 
105 to amino acid 134 

78. (New-) A polypeptide comprising a fragment of a polypeptide claim 45 from amino acid 79 
to amino acid 105. 

79. (New-) A method of making a recombinant polynucleotide of claim 46, wherein the 
polynucleotide encodes a polypeptide of SEQ ID NO:4, con5)rising operably linking a polynucleotide 
encoding a polypeptide of SEQ ID NO:4 to promoter sequence, whereby the resulting recombinant 
polynucleotide is capable of being expressed in a host cell. 

80. (New.) An isolated antibody which specifically binds to a polypeptide of claim 61. 

81. (New.) An isolated antibody of claim 80 which specifically binds to a polypeptide having 
the amino acid sequence of SEQ ID N0:2 or SEQ ID N0:4. 

82. (New.) An isolated antibody of claim 81, wherein said polypeptide has a sequence of SEQ 
ED NO:2. 

83. (New-) An isolated antibody of claim 81, wherein said polypeptide has a sequence of SEQ 
ID N0:4. 

84. (New.) The antibody of claim 81, wherein the antibody is: 

a) a chimeric antibody, 

b) a single chain antibody. 
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c) a Fab fragment, 

d) a F(ab')2 fragment, or 

e) a humamzed antibody. 

85. (New.) A con5)osition con^prising an antibody of claim 81 and an acceptable excipient. 

86. (New.) A conq)osition comprising an antibody of claim 82 and an acceptable excipient. 

87. (New.) A conposition comprising an antibody of claim 83 and an acceptable excipient. 

88. (New.) A method of diagnosing a condition or disease associated with the expression of a 
polypeptide having the amino acid sequence of SEQ ID N0:2 or SEQ ID N0:4 in a subject, 
comprising administering to said subject an effective amount of the conposition of claim 85. 

89. (New.) A con5)osition of claim 85, wherein the antibody is labeled. 

90. (New.) A method of diagnosing a condition or disease associated with the expression of a 
polypeptide having the amino acid sequence of SEQ ID NO:2 or SEQ ID NO:4 in a subject, 
comprising administering to said subject an effective amount of the conposition of claim 89. 

91. (New.) A method of preparing a polyclonal antibody with the specificity of the antibody of 
claim 81, the method comprising: 

a) immunizing an animal with a polypeptide having the amino acid sequence of SEQ ID 
NO:2 or SEQ ID N0:4, or an immunogenic fragment thereof, xmder conditions to elicit 
an antibody response, 

b) isolating antibodies from said animal, and 
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c) screening the isolated antibodies with the polypeptide, thereby identifying a polyclonal 
antibody which binds specifically to a polypeptide conq^rising an amino acid sequence 
of SEQ ID N0:2 or SEQ ID N0:4. 

92. (New.) An polyclonal antibody produced by a method of claim 9 1 . 

93. (New.) A con5)osition conq^rising the polyclonal antibody of claim 92 and a suitable 

carrier. 

94. (New.) A method of making a monoclonal antibody with the specificity of the antibody of 
claim 8 1 , the method conprising: 

a) immunizing an animal with a polypeptide consisting of an amino acid sequence of SEQ 
ID NO:2 or SEQ ID NO: 4, or an immunogenic fragment thereof, under conditions to 
elicit an antibody response, 

b) isolating antibody producing cells from the animal, 

c) fusing the antibody producing cells with immortalized cells to form monoclonal 
antibody-producing hybridoma cells, 

d) culturing the hybridoma cells, and 

e) isolating from the culture monoclonal antibody which binds specifically to a polypeptide 
comprising an amino acid sequence of SEQ ID NO:2 or SEQ ID N0:4. 

95. (New.) A monoclonal antibody produced by a method of claim 94. 

96. (New.) A composition con^rising the monoclonal antibody of claim 95 and a suitable 

carrier. 

97. (New.) The antibody of claim 81, wherein the antibody is produced by screening a Fab 
expression library. 
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98. (New.) The antibody of claim 81, wherein the antibody is produced by screening a 
recombiDant immunoglobulin library. 

99. (New.) A method of detecting a polypeptide conq^rising an amino acid sequence of SEQ 
ID NO:2 or SEQ ID N0:4 in a sample, the method conq^rising: 

a) iQcubating the antibody of claim 8 1 with a sanple under conditions to allow specific 
bindiug of the antibody and the polypeptide, and 

b) detecting specific binding, wherein specific binding indicates the presence of a 
polypeptide conprisiag an amino acid sequence of SEQ ID N0:2 or SEQ ID NO:4 in 
the sanq)le. 



100. (New.) A method of purifying a polypeptide conq)rising an amino acid sequence of SEQ 
ID NO:2 or SEQ ID N0:4 from a san[5)le, the method conq)rising: 

a) incubating the antibody of claim 81 with a sample under conditions to allow specific 
bindiag of the antibody and the polypeptide, and 

b) separatiug the antibody from the sanple and obtaining the purified polypeptide 
conqjrising an amino acid sequence of SEQ ID N0:2 or SEQ ID N0:4. 

101. (New.) A diagnostic test for a condition or disease associated with the expression of a 
polypeptide having the amino acid sequence of SEQ ID N0:2 or SEQ ID NO:4 in a biological sanq)le, 
the method conq^rising: 

a) combining the biological san^le with an antibody of claim 81, under conditions suitable 
for the antibody to bind the polypeptide and form an antibody:polypeptide connplex, 
and 

b) detecting the con^lex, whereiu the presence of the conq?lex correlates with the 
presence of the polypeptide ia the biological sanple. 
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102. (New.) A method of purifying a receptor for a polypeptide of claim 61, con^rising 

a) contacting a polypeptide of claim 61 bound to a support with a sample conq)rising an 
extract of receptor-bearing cells, under conditions where receptor binds to the 
polypeptide, 

b) recovering and isolating the receptor bound to the polypeptide. 

103. (New.) A method of claim 102 for cloning the receptor, further conprising 

c) partially sequencing the receptor isolated in step b), 

d) designing degenerate probes to the sequence identified ia step c), 

e) cloning the receptor gene. 

104. (New.) A method of screening for a conq^ound that modulates the activity of the 
polypeptide of claim 61, the method conq)rising: 

a) combining the polypeptide of claim 61 with at least one test compound under conditions 
permissive for the activity of the polypeptide of claim 61, 

b) assessiQg the activity of the polypeptide of claim 61 in the presence of the test 
conq)ound, and 

c) conparing the activity of the polypeptide of claim 61 in the presence of the test 
conpound with the activity of the polypeptide of claim 61 in the absence of the test 
con[q)ound, wherein a change in the activity of the polypeptide of claim 61 in the 
presence of the test compound is indicative of a compoimd that modulates the activity 
of the polypeptide of claim 61. 
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